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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions and listings of claims in the application. 
Listing of claims: 

1. (Currently Amended) A method for treating diabetes , insulin r e sistanc e , obesity, 
hyp e rglycemia, hyp e rinsulinemia, or elevated fatty acids, glyc e rol, or ath e rosclerosis which 
comprises administering to a mammalian species in need of treatment a therapeutically effective 
amount of an aP2 inhibito r, wherein the aP2 inhibitor includes an oxazole or analogous ring . 

2. (Original) The method as defined in Claim 1 wherein the aP2 inhibitor binds to the aP2 
protein and inhibits its function and/or its ability to bind free fatty acids. 

3-4. (Cancelled) 

5. (Currently Amended) The method as defined in Claim i 3- where said aP2 inhibitor 
contains an additional a substituent which binds within and/or interacts with a discrete pocket within 
the aP2 protein defined by the amino acid residues designated Phe 16, Tyr 19, Met 20, Val 23, Val 25, 
Ala 33, Phe 57, Thr 74, Ala 75, Asp 76, Arg 78 in human aP2 (SEP ID NO: 1) . 

6. (Currently Amended) The method as defined in Claim 5 wherein said additional 
substituent in said aP2 inhibitor is hydrophobic in nature. 

7. (Original) The method as defined in Claim 5 in which the through space distance from 
the hydrogen bond donor/acceptor group and the additional substituent group in said aP2 inhibitor is 
within the distance of about 7 to about 15 Angstroms. 

8. (Original) The method as defined in Claim 1 wherein Type II diabetes is treated. 

9. (Original) The method as defined in Claim 1 wherein the aP2 inhibitor is employed in 
the form of a pharmaceutically acceptable salt thereof or a prodrug ester thereof. 
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10. (Cancelled) 

1 1 . (Currently Amended) The method as defined in Claim i 40 wherein the aP2 inhibitor 
is a substituted benzoyl or biphenyl-2-oxazole-alkanoic acid derivative, an oxazole derivative, a 2- 
thio-4,5-diphenyloxazole S-derivative, a phenyl-heterocyclic oxazole derivative, a diaryloxazole 
derivative, a 4,5-diphenyloxazole derivative, an oxazole carboxylic acid derivative, a 
phenyloxazolyloxazole derivative, or a 2-(4,5-diaryl)-2-oxazolyl substituted phenoxyalkanoic acid 
derivative. 

12-13. (Cancelled) 

14. (Currently Amended) The method as defined in Claim i 10 wherein the aP2 inhibitor is 
(I) a substituted benzoylbenzene or biphenyl alkanoic acid derivative having the structure: 

I A(CH2)nO-B 

wherein 

A is a group having the formula 




wherein 

X is -N- OF 



Z is 




\ 

N _ S , or 0 ; 

is hydrogen, lower alkyl or phenyl; 

-3- 



Case LA24A 



r2 is hydrogen or lower alkyl; or 

r1 and r2 taken together form a benzene ring, with the proviso that when X is -N-, Z is 



other than 



I I 

-c=c- 



4^ ^ is hydrog e n or low e r alkyl; 



n is 1-2; 
Bis 




wherein 



Y is 0R5 or N(OH)r8; 

r4 and r5 are each, independently, hydrogen or lower alkyl; 
r6 is hydrogen, halo or nitro; 
R^ is 

jj 0 

CHCOOR^ CHN(0H)CNH2 CHN(OH)CR^ 



-CHNHC 



jlR^ 
OH 



CH. 0 



: CNHOH 



r4 O 



,or 



CHCN(0H)R'' 



R^ is lower alkyl; 
m is 0-3; 

or a pharmacologically acceptable salts thereof; 

(II) oxazole derivatives which have the structure 
II 
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in which; 

R and R' are identical or different and represent a hydrogen atom or an alkyl radical 
containing 1 or 2 carbon atoms, 

Rl and R2 are identical or different and represent hydrogen or halogen atoms or alkyloxy 
radicals in which the alkyl portion contains 1 to 4 carbon atoms in a straight or branched chain, and 

n equals 3 to 6, as well to their salts; 

(III) 2-thiol-4,5-diphenyloxazole S-derivatives which have the structure 

m 




S CH2 ( CH2 ) ( CO ) — R 



O m n 

wherein m is 0, 1 or 2, n is 1 and R represents hydroxy, alkoxy or amino, and pharmaceutically 
acceptable addition salts thereof; 

(rV) azole derivatives of the structure 

IV 




S A Rl 

wherein Ri is carboxyl, esterified carboxyl or other functionally modified carboxyl group; R2 and 
R3 each are aryl of up to 10 carbon atoms; A is CnH2n in which n is an integer from 1 to 10, 
inclusive; and Z is O or S, and physiologically acceptable salts thereof; 

(V) phenyl-heterocyclic oxazole derivatives which have the structure 
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R is CH2R2; 
r1 is PhorTh; 
R^is 

H 
\ 

/ N 



-< r 



C02R3; and 

r3 is H, or C1-C4 lower alkyl; 
or pharmaceutically acceptable salt thereof; 

(VI) diaryloxazole derivatives having the structure 
VI 




wherein is carboxy or protected carboxy, 
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r2 is aryl, 
r3 is aryl, 

A Ms lower alkylene, 

a2 is bond or lower alkylene and 

-Q- is 




CH2 — 

or 




CH- 



o 



(in which a is cyclo (lower)alkane or 
cycle(lower)alkene, 

each of which may have suitable substituent(s)); 

(VII) 4,5-diphenyloxa2ole derivatives having the structure 

VIIA 

/ i 




CO2R 



wherein 

R is H or C1-C5 lower alkyl, 
X is N or CH, 

Y is H or CO2RI, or C0r2, provided that when X is CH, Y is not H, 
r1 is C1-C5 lower alkyl, or phenylmethyl, and 
R2isCi-C5alkyl;or 
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Vim 



Ph- 



1^ 

Ph 




wherein 



R is H or C1-C5 lower alkyl, 

X is (CH2)n or para or meta substituted phenyl wherein the substituent is 0R2, 

r2 is C1-C5 alkyl, and 
n is an integer of 4 to 8, 
and pharmaceutically acceptable salts thereof; 

(VIII) oxazole carboxylic acid derivatives having the structure 
VIII 



Ph 




O 



CO2R 



wherein 



Y and Z are independently hydrogen or together form a bond; 

X is CN, CO2RI or CONR2r3; 

R and R^ are independently or together H, Na, or 



C1-C5 lower alkyl; 

r2 and r3 are independently or together H, or C1-C5 lower alkyl; 



or alkali metal salt thereof; 



(IX) phenyloxazolyloxazole derivatives having the structure 
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DC 



wherein 




Y is CH3, Ph, or OH, provided that when Y is OH, the compound exists in the keto-enol 
tautaumerism form 




r1 is Ph or Th; 
r2 is CH2R3; 
r3 is C02R4; 

r4 is H or C1-C5 lower alkyl; 

r5 is H or CH3; r6 is OHCHN or H2N; and 

r7 is H or OH; 
or pharmaceutically acceptable salt thereof; 

(X) 2-(4,5-diaryl)-2-oxazolyl substituted phenoxyalkanoic acids and esters having the 

structure 

XA 
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XB 




(wherein n is 7-9 and R is hydrogen or lower alkyl; or when R is hydrogen, the alkali metal salt 
thereof), 

XC 



XD 




wherein 

Rl is phenyl or thienyl; 

R2 is hydrogen, lower alkyl or together with CO2 is tetrazol-l-yl; 

X is a divalent connecting group selected from the group consisting of CH2CH2, CH=CH, 
and CH2O; 

Y is a divalent connecting group attached to the 3- or 4-phenyl position selected from the 
group consisting of OCH2, CH2CH2 and CH=CH, 

or when R2 is hydrogen, an alkali metal salt thereof; 

(XI) substituted 4,5-diaryl heterocycles having the formula 

XI 




in which 

each group Ar is the same or different and is optionally substituted phenyl or optionally 
substituted heteroaryl; 

X is nitrogen or CR^ ; 
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Y is nitrogen, N(GHs)hA^ C(CH2)nA; 

Z is nitrog e n, oxygen or N(CHa )ftA, and the dotted line indicates the optional presence of a 
double bond so as to form a fully unsaturated heterocyclic ring; 

is hydrogen, Cj - ^lkyl, optionally substituted phenyl or optionally substituted 

heteroaryl; 

n is 4 to 12; and 

A is CO2H or a group hydrolysable to CO2H, 
5-tetrazolyl, SO3H, P(0)(OR)2, P(0)(OH)2, or P(0)(R)(OR) in which R is hydrogen or Ci.4alkyl, 
or a pharmaceutically acceptable salt thereof; 

(XII) compounds which have the structure 

XII 




■COOH 



Where X is O or S; 

R] is H, phenyl or phenyl substituted with F, CI or Br or alkoxy, 

R2 is H, alkyl, phenyl or phenyl substituted with F, CI or Br or alkoxy, and 

R3 is H or alkyl; 

(XIII) 2 benzyloxypyrimidine d e rivatives having the following structur e 
XHI 




wher e in 

R ^ and R^ - ar e each independently H, a halogen, hydroxyl, C4 .-G 4 alkyl, C4 .-G 4 holoolkyl, 

€g-G ^ alkenyl, C^ -€ # alkynyl, C4 .-G 4 alkoxy, C4 .-G 4 haloalkoxy, C^ -€ § alkcnyloxy, Cg -G# 

alkynyloxy, C4 --G 4 alkylthio, or phenyl, with the proviso that at least one of R^ and R^ must be 
hydroxyl; 

n is an int e g e r of 0 to 5; and 
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e ach X which may be identical or different if n is greater than 1, is a halogen, C4 .-G4-^feyl7 

G4.-G 4 haloalkyl, Cj --€ 4 alkoxy, Cj --€ 4 alkylthio, Cq .-Gg . aralkyloxy, phenyl, hydroxymcthyl, 
hydroxycarbonyl, C4 .-G 4 alkoxycarbonyl, or nitro; 

(XIV) dihydro(alkylthio) (naphthylm e thyl) oxopyrimidines which have the structures 
XI¥A 



0 




3a R=sec-butyl 
3b R=cyclopentyl 
3c R=cyclohexyl 



o 




5 X=CH2 

6 X=0 

7 X=S 
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= sec butyl, cyclopentyl, cycloh e xyl; 
^ H, CHg., including tautom e rs of the abovo; 

(XVI) a substitut e d pyrimidine thioalkyl and alkyl e ther compounds which have the 

structur e 
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where s is 0 or I, and RQ jQrf^^TR^j^g;^^^^ ^, and R^^ ar e th e same or difforont and arc Golcctcd 
from H, alkyl, d .-^ ^ alkonyl, Cj --€ 6 alkoxy, C4 -G 6 aUcylthio, Cg -€ g cycloalkyl, CF^ - 

NO a, halo, OH, CN, phenyl, phcnylthio, styryl, COa (i ^), CON(R^ )(R ^), CO(R^ )^ 

or wher e RgQ and R2 4 -, or and or R^a and Rg g - ar e talcen together to form a five or six 
member e d saturat e d or unsaturat e d ring containing 0 or 1 oxyg e n, nitrog e n or sulfur, where the 
unsaturat e d ring may be optionally substituted with 1, 2 or 3, Cj --€ 4 alkyl, C4 .-G § alkoxy, OH, 
GHa OH, (CHa )ft-^J(R34-}(Rga)r-e^-G g cycloalkyl, CFg, halo, C0a (Rg 4), CON(R^ )(R32}^ 

or phenyl and the saturated ring may b e optionally substituted with 1, 2 or 3, C4 .-€ § alkyl, Cj .-€^ 
alkoxy, OH, CH^OH or (CHa )a-j^^)(Ra s) or one 0x0 ( = 0); 

wh e r e n is 0 3 and R^ T^feg ^ and R3 3 . ar e th e same or different and are ooloctod from 

Ht 

G4-"G^ o.lkyl, 

— ph e nyl optionally substitut e d with 1, 2 or 3 halo, C4 --G ^ alkyl, C4 .-€ ^ alkoxy, CFg., OH 

or CN, 

or where R3 4 . and taken together with th e attached nitrog e n to form a ring solcctod 

from pyrrolidinyl, pip e ridinyl, 4 morpholinyl, 4 thiomorpholinyl, 4 piporazinyl, 4 (1 C4 -- 
G ^alkyl)pipera2inyl, or a m e mb e r select e d from 

1 cyclohex e nyl, 2 pyrimidinyl, 4 pyrimidinyl, 5 pyrimidinyl, 2 imidazolyl, 4 imidazolyl, 2 

benzothiazolyl, 2 b e nzoxazolyl, 2 benzimidazolyl, 2 oxazolyl, 4 oxazolyl, 2 thiazolyl, 3 isoxazolyl, 
5 isoxazolyl, 5 m e thyl 3 isoxazolyl, 5 ph e nyl 3 isoxazolyl, 4 thiazolyl, 3 m e thyl 2 pyrazinyl, 5 
methyl 2 pyrazinyl, 6 methyl 2 pyrazinyl, 5 chloro 2 thi e nyl, 3 furyl, benzofuran 2 yl, bonzothion 
2 yl, 2H 1 b e nzopyran 3 yl, 2,3 dihydrobenzopyran 5 yl, 1 methylimidazol 2 yl, quinoxalin 2 yl, 
pip e ron 5 yl, 4 ,7 dichlorob e nzoxazol 2 yl, 4 ,6 dim e thylpyrimidin 2 yl, 4 m e thylpyrimidin 2 yl, 
2, 4 dimothylpyrimidin 6 yl, 2 methylpyrimidin 4 yl, 4 m e .thylpyrimidin 6 yl, 6 chloropiporon 5 yl, 
5 chloroimidazol[l,2 ajpyridin 2 yl, 1 H inden 3 yl, 1 H 2 methyl ind e n 2 yl, 3,4 dihydronaphth 1 
yl, S 4 isopropenylcyclohoxen 1 yl or 4 dihydronaphth 2 yl; 

wh e re is sel e ct e d from H, C4 .-G ^alkyl, C^ -G ^cycloalkyl, phenyl (optionally 

substituted with 1, 2, or 3 halo, C4 .-G6 alkyl, alkoxy, CFg., OH, CN), or a five or six - 

m e mbered unsaturated ring containing 0 or 1 oxyg e n, nitrogen or sulfur, where th e unsaturated ring 
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may b e optionally substitut e d with H, Cj --G ^ alkyi, alkoxy, OH, CHgOH, or (CR^ hr 

wh e r e and being th e sam e or differ e nt are select e d from H, C4 .-€ ^ alkyl, allyl, or 

phenyl (optionally substituted with 1, 2 or 3 halo, Ci .-G ^ alkyl, C4 --G 6 alkoxy or CF^), or taken 

together with the attached nitrogen to form a ring selected from pyrrolidinyl, piperidinyl, 4 
morpholinyl, 4 thiomorpholinyl, 4 pip e razinyl, 4 (1 C4 .-G ^alkyl)piperazinyl; 

R4 4 and R42, being the sam e or different, ar e sel e ct e d from H and Cj -"G 4 alkyl; 

is soloctod from H, C4 --G ^ alkyl, C^ -G ^ cycloalkyl, CN, C(0)NHa, C(0)N(C4 .- 

€ #alkyl)(C4 --€ 6alkyl), C0a Hr^a(G4-€ ^alkyl), CHaOH, CH^ NHa-e^-GFgt 

Rj ^ is select e d from H, Cj --G ^ alkyl or CF ^t 

Y is soloctod from S , S(0) , S(0)2, or O ; 

R 4is OH; 

R ^ is soloctod H, Ca H4 0H, C2 H4 O TBDMS, halo, C^ -G ^ cycloalkyl, Cj .-€ g alkoxy, 

GH^GH aCl or C4 .-G 4 alkyl, with the proviso that R^ is not isobutyl; 

or, wh e n R^ is hydroxyl, R4 and Rg. are talc e n tog e ther to form a fivo or six momcborod 

saturat e d or unsaturat e d ring which together with th e pyrimidine ring form tho group consisting of 
7H pyrrolo[2,3 djpyrimidine, 5,6 dihydro 7H pyrrolo[2,3 djpyrimidine, furo[2,3 d]pyrinaidino, 5,6 
dihydro furo[2,3 djpyrimidine, thieno[2,3 d]pyrimidine, 5,6 dihydro thi e no[2,3 djpyrimidino, IH 
pyrazolo[3,4 djpyrimidin e , IH purine, pyrimido[ 4 ,5 djpyrimidine, pteridine, pyrido[2,3 
djpyrimidin e , or quinazolinc, whcro the unsaturat e d ring may b e optionally substituted with 1, 2 or 3, 
€4-^ 6 alkyl Cj --€ # alkoxy, OH, CH^OH, or (CHa )ft-N(R^)(Rga)r-e^-e » cycloalkyl, CFg ^ 
halo, CQa (R ^), CONCR^ XRg a), CO(R^ )r-(€Ha)^N(R^)(€Q(R^))^ 
(€Ha)aN(R34.)(SOa(R ^)), and the saturated ring may b e optionally substituted with 1, 2 or 3, C4 -- 
alkyl, alkoxy, OH, CHaOH, or (CHa )ft-^^)(Rg a) or ono 0x0 (=0); and 

R # is selected from H, OH, halo, CN, CF3 .r-GQa(R64 -)> C(0)R^ -^ 

C(0)N(R ^){R ^) wh e r e R^ and R^ are th e sam e or differ e nt and are sel e cted from 



Gi-G6-^lky}7 

ph e nyl optionally substituted with 1, 2 or 3 halo, C- |--G ^ alkyl, C j--G ^ alkoxy, CFg., OH, 

GN; 

or wh e r e R^ and R^ taken together with th e attached nitrogen to form a ring selected 

from pyrrolidinyl, piperidinyl, 4 morpholinyl, 4 thiomorpholinyl, 4 pip e razinyl, or 4 (C }--G^ 
alkyl)piperazinyl; 

pharmac e utically acc e ptable salts, hydrates, N oxides and solvates th e reof; 

(XVII) compounds which hav e the structur e 
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XVI I A XVI ID 

wh e re R4- and R^ar e H, alkyl, aryl or arylalkyl, whore the alkyl can include as substituents halogon, 
GFgrGH^ O, CHgS, NOg, or Rj- and with th e carbons to which th e y are attached can form 
methylenedioxy, or 

R4 . and R^ can form a C^ -G: ^ non aromatic ring, or a h e t e rocycle w^hich can be pyridine, 

pyrazin e , pyrimidine, pyridazin e , indol, or pyrazole, or an oxygen containing het e rocycle which can 
b e pyran or furan, or a sulfur containing het e rocycle which can be thiopyran, or thioph e ne; the 
h e terocycles b e ing optionally substituted with halogen or alkyl, 

and R4 arc H, alkyl, halogen, CF^ 7^ ^0> CH^S or NO^ -et^ ^ and R4 with the 

carbons to which they ar e attached can form a mothylcnedioxy group, 
R g is H, and 

Z is a heterocycle which' can b e pyridin e , thiazol e , benzothiazol e , b e nzimidazole or 

quinoline, which Z group can optionally b e substituted with halogen or alkyl . 

15. (Currently Amended) The method as defined in Claim 1 wherein the aP2 inhibitor has 
the structure 
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OH 




CI 

OF 




16-20. (Cancelled) 
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